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DETAILED ACTION 

1. Claims 1-46 were canceled. Claims 47-50 were added. Clams 47-50 are pending and 
examined on the merits. 

Claim Rejections - 35 USC § 112 

2. Claims 47-50 are rejected under 35 U.S.C. 112, first paragraph, because the specification, 
while being enabling for methods for prognosis of breast cancer, wherein the concentration of 
either Her-2 or GRB-7 (specific components of a specific tyrosine kinase polypeptide/adaptor 
polypeptide complex) is determined and correlated to a prognosis, wherein elevated levels of 
either Her-2 and GRB-7 indicate a poor prognosis, does not reasonably provide enablement for 
methods of prognosis of a broad scope of "oncogenic disorders involving a receptor protein 
tyrosine kinase polypeptide/adaptor polypeptide complex", wherein differences compared to 
levels of any component of any tyrosine kinase polypeptide/adaptor polypeptide complex found 
in a normal tissue are correlated with either a good prognosis or a poor prognosis. The 
specification does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the invention commensurate in scope with these claims. 
The basis for this rejection is that the full scope of the claims is not enabled by the specification. 

Factors to be considered in determining whether undue experimentation would be 
required to practice the full scope of the claimed inventions are: 1) quantity of experimentation 
necessary; 2) the amount of direction or guidance presented in the specification; 3) the presence 
or absence of working examples; 4) the nature of the invention; 5) the state of the prior art; 6) the 
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relative skill of those in the art; 7) the predictability or unpredictability of the art; and 8) the 
breadth of the claims. See In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404 (Fed. Cir. 1988). 

The claims are broadly drawn to methods of prognostic evaluation of a patient suspected 
of having an oncogenic disorder. The breadth of the claims is also found in the measurement 
steps of the method, where the concentration of any component of any tyrosine kinase 
polypeptide/adaptor polypeptide complex is measured. Furthermore, the claims are broad 
because the correlation step relates the measurements to any prognosis. A prognosis may be 
good, poor, or may be related to response various therapies. For example, Her-2 levels correlate 
with a poor response to endocrine or alkylating agent therapies in breast cancer, but is a positive 
predictive factor for anthracycline therapy in breast cancer (see Yamauchi, H. et al. J. Clinical 
Oncology, 19(8): 2334-2356, 2001; see abstract). As the claims are broadly recited, any change 
in levels of any component of any tyrosine kinase polypeptide/adaptor polypeptide complex is 
related to any prognosis. 

The specification narrowly provides guidance with respect to a specific tyrosine kinase 
polypeptide/adaptor polypeptide complex, that of the Her-2/GRB-7 complex, and shows that 
increases in concentration levels of GRB-7 are correlated with increases in concentrations of 
Her-2, a known prognostic indicator for breast cancer. Therefore, the guidance provided by the 
specification is not commensurate in scope with the broad scope of the claims. 

The art of using specific protein levels of tyrosine kinases for the prognosis of cancer is 
not a predictable field, i.e. the levels of specific protein may correlate with a poor prognosis in 
one type of cancer, but not be predictive of outcome in a second type of cancer. In the case of 
Her-2, high concentrations of Her-2 correlate with a poor prognosis in patients with breast 
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cancer, but this is not the case in urinary bladder cancer (see Lee, S.E. et al, Anticancer Res. 
(1994) 14(3B): 1317-1324, Abstract only) or in non-small-cell lung cancer (see Pfeiffer, P. et al, 
Br. J. Cancer (1996) 74(1): 86-91, Abstract only). Therefore, a demonstration of a correlation 
between GRB-7 levels and a poor prognosis in breast cancer cannot be readily extrapolated to 
methods where any component of a tyrosine kinase polypeptide/adaptor polypeptide complex is 
correlated to any type of cancer or even, more narrowly, where levels of GRB-7 are correlated to 
a prognosis for any type of cancer. 

Because of the breadth of the claims in contrast to the narrow teachings of the 
specification in combination with the unpredictability of the tumor markers to correlate with 
cancer prognosis, one of skill in the art would have to engage in further experimentation to 
practice the full scope of the claimed inventions. This further experimentation would be undue 
experimentation because there would not be an expectation of success, as the experiments would 
be to discover whether or not the outcome or response to therapy of a particular cancer correlated 
with a component of a tyrosine kinase polypeptide/adaptor polypeptide complex. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

3. Claims 47-50 are rejected under 35 U.S.C. 102(b) as being anticipated by Nugent 
(Nugent, A. et al, Clinical Chemistry 38(8, Pt. 1): 1471-1474, 1992). 
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Claims 47-50 are drawn to method for prognostic evaluation of a patient suspected of 
exhibiting an oncogenic disorder involving a receptor protein tyrosine kinase 
polypeptide/adaptor polypeptide complex comprising determining the concentration of a 
component of the receptor protein tyrosine kinase polypeptide/adaptor polypeptide complex 
present in a biological sample, comparing the concentration of the component to the 
concentration range of the component of the receptor protein tyrosine kinase polypeptide/adaptor 
polypeptide complex known to be present in normal tissue of the same type as present in the 
biological sample and correlating the result to a prognosis. 

All of the claims read on methods of prognostication based on measurement of c-erbB-2 
protein (Her-2), which is a component of the exemplified "receptor protein tyrosine kinase 
polypeptide/adaptor polypeptide, i.e. Her-2/GRB-7 complex. Claim 50 also reads on methods 
based on measurement of c-erbB-2 protein (Her-2), because although the phrase "wherein the 
adaptor protein polypeptide is a GRB-7 polypeptide, the claim does not contain the positive 
recitation that the component measured is GRB-7 polypeptide. 

Nugent teaches a method of measuring and comparing concentrations of c-erbB-2 in 
samples of breast tissue or benign breast tumor. Nugent teaches that an elevation of c-erbB-2 
protein concentration is a prognostic marker for breast cancer, with higher levels of c-erbB-2 
found in cancers with a poor prognosis. Therefore, Nugent teaches the claimed methods. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

4. Claims 47-50 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
unpatentable over Margolis (Margolis, B. et al., J. Cell Biochem., Abstract, Supplement 18B, 
Feb. 1994, page 241; cited in the EDS) in view of Nugent (supra). 

Margolis teaches that GRB-7 is amplified and overexpressed in concert with Her-2 in 
breast cancer cell lines and tissue from breast cancer patients. Margolis teaches that GRB-7 
binds tightly to Her-2 via its SH2 domain,and that almost all of the phorphorylated Her-2 is 
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bound by GRB-7. Therefore, Margolis teaches a correlation between concentrations of Her-2 ( a 
known prognostic indicator) and concentrations of GRB-7). Margolis fails to explicitly teach a 
method for prognosis in breast cancer patients comprising the determination of GRB-7 
concentrations. However, Nugent teaches that concentrations of Her-2 are correlated with a poor 
prognosis in breast cancer patients. Because Margolis teaches that there is a close correlation 
between GRB-7 concentrations and Her-2 concentrations and because almost all of the 
phosphorylated Her-2 is bound by GRB-7, it would have been prima facie obvious to one of 
ordinary skill in the art at the time the inventions was made to have used a method based on 
measurement of GRB-7 concentrations for determining the prognosis of breast cancer in patients. 
One would have been motivated to have used GRB-7 as a marker of poor prognosis because of 
its very close correlation with levels of Her-2, which is a marker of poor prognosis in breast 
cancer. 



Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Anne Holleran, whose telephone number is (571) 272-0833. The 
examiner can normally be reached on Monday through Friday from 9:30 am to 5:00 pm. If 
attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Larry 
Helms, can be reached on (571) 272-0832. Any inquiry of a general nature or relating to the 
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status of this application or proceeding should be directed to the Group receptionist whose 
telephone number is (571) 272-1600. 

Papers related to this application may be submitted to Group 1600 by facsimile 
transmission. The faxing of such papers must conform to the notice published in the Official 
Gazette, 1096 OG 30 (November 15, 1989). The Official Fax number for Group 1600 is (571) 
273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov . Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll free). 

Anne L. Holleran 
Patent Examiner 
June 19, 2006 




